Background: Prospective, population-based study of an 8-year follow up. To determine the direct cost of diabetic retinopathy [DR], evaluating our screening programme and the cost of treating DR, focusing on diabetic macular oedema [DMO] after anti-vascular endothelial growth factor [anti-VEGF] treatment. Methods: A total of 15,396 diabetes mellitus [DM] patients were studied. We determined the cost-effectiveness of our screening programme against an annual programme by applying the Markov simulation model. We also compared the cost-effectiveness of anti-VEGF treatment to laser treatment for screened patients with DMO. Results: The cost of our 2.5-year screening programme was as follows: per patient with any-DR, €482.85 ± 35.14; per sight-threatening diabetic retinopathy [STDR] patient, €1528.26 ± 114.94; and €1826.98 ± 108.26 per DMO patient. Comparatively, an annual screening programme would result in increases as follows: 0.77 in QALY per patient with any-DR and 0.6 and 0.44 per patient with STDR or DMO, respectively, with an incremental cost-effective ratio [ICER] of €1096. 88 for any-DR, €4571.2 for STDR and €7443.28 per DMO patient. Regarding diagnosis and treatment, the mean annual total cost per patient with DMO was €777.09 ± 49.45 for the laser treated group and €7153.62 ± 212.15 for the anti-VEGF group, with a QALY gain of 0.21, the yearly mean cost was €7153.62 ± 212.15 per patient, and the ICER was €30,361. Conclusions: Screening for diabetic retinopathy every 2.5 years is cost-effective, but should be adjusted to a patient's personal risk factors. Treatment with anti-VEGF for DMO has increased costs, but the cost-utility increases to 0.21 QALY per patient.
Background
Diabetes mellitus [DM] is defined as a group of metabolic diseases whose common feature is an elevated blood glucose level [hyperglycaemia] . DM is a major health problem worldwide; by 2010 more than 200 million people had been diagnosed with diabetes and is predicted to increase by 62 % over the period 1995 to 2025 [1] . Diabetic retinopathy [DR] is DM microangiopathy in the retina, which is the most common cause of blindness in Europe [2] . To diagnose DR, the use nonmydriatic fundus retinography and telemedicine [3] . A screening programme obviously brings with it a cost to the public health system [4] that depends on the number of patients diagnosed with DR and the frequency of screening. The expansion of screening programmes that can diagnose patients with further ocular complications, such as diabetic macular oedema [DMO] has brought with it an increase in the overall cost of treatment. In the present study, we determine the direct cost of DR to our Health Care Area [HCA] between 2007 and 2014, including screening and the cost of diagnosis and treatment of those patients who had DR and DMO, focusing on the impact of that cost and the cost of the more recent anti-VEGF treatment.
Methods
A population of 15,396, Caucasian, DM patients, which is 86.53 % [15,396/17,792 ] of all DM patients in our HCAs, were evaluated over an 8-year followup period. Our population is homologous with other areas in Spain.
Study design
A prospective, population-based study, conducted from 1 st January 2007 to 31st December 2014. All diabetes patients screened annually within this period were included in the study.
The inclusion criteria were: patients with diabetes mellitus type 1 or 2 referred to our HCAs, the screening programme include the detection of DM patients by Family Physicians, who send the patients to non-mydriatic fundus camera unit, patients with HbA1c >7 %, insulin treatment or DM duration >10 years, are focused as high risk patients.
The exclusion criteria were: patients with other specific types of diabetes, those with gestational DM and patients with DR who live outside our HCA.
Methods
We evaluated the cost of visits, examinations and interventions carried out for each patient during the 8-year follow-up. The classification used in the present study, taking into account an eye with a high level of DR, is: [i] 
Statistical methods
For the cost analysis, we used the Markov model with TreeAge Pro 6.0 statistical software. The sensitivity of our study was 90.2 % for DR, and the specificity was 98.6 %. Costs were standardized using data published by the Health Department of Catalonia [CatSalut] and the costs of pharmaceuticals, surgery material [5] and health staff spending of Hospital Universitari Sant Joan. In the present study we determined only direct costs. An annual 3 % discount rate was applied for future costs and utilities, consistent with the standard UK approach. The analysis was calculated in three steps: [i] a comparison of the cost of a 2.5-year screening programme with the cost of an annual programme, [ii] an evaluation of the cost of diagnosis and treatment of DR at the hospital, [ iii] an analysis of the DMO treatment cost-utility, focusing on the inclusion of anti-VEGF drugs.
Our DR screening programme was evaluated by a cost-effectiveness study, comparing the current 2.5-year programme to a theoretical annual programme. Qualityadjusted life-years [QALYs] were used as the primary model outcome measure, using visual acuity as related time-trade off data for evaluating utility, and using life expectancy statistics for Spain in DM patients [78 years]. We also determined the incremental cost-effective ratio [ICER] in the analysis of annual costs against the cost of our current 2.5-year programme [6] . The rates of progression of DR is according to the meta-analysis of Wong et al., [7] .
The cost of DMO [only CSMO type] treatment with anti-VEGF intravitreal drugs was evaluated by a costutility study based on the QALYs gained [8] , considering the utility values most commonly accepted in the ophthalmology literature [8, 9] . We compare DMO patients We used the analysis of frequency and percentage in each category. Differences between those included in the analyses were examined using the two-sample tailed t-test to compare two variables or a one-way ANOVA as if we were comparing more than two variables. Data evaluation and analysis was carried out using SPSS 22.0 statistical software package and p < 0.05 was considered statistically significant.
Results
All 15,396 patients were screened, with a mean follow up of 3.18 ± 1.11 times for each patient over the 8 years. Screening took place every 2.5 years. The mean of the number of patients screened annual was 5507 ± 491.9 [5089, 6337], a mean percentage of 35.09 %. The whole sample included more males [m = 8168, f = 7227], which does in fact reflect the prevalence of diabetes in the population as a whole. The mean age of patients without DR was 65.66 ± 12.23 years, patients with any DR was 63.91 ± 11.85 years, patients with sight threatening diabetic retinopathy [STDR] was 61.48 ± 10.91 years and patients with DMO was 60.67 ± 10.37 years. Table 1 shows the number of patients screened annually, and the incidence of DR at its different levels. The 8-year incidence of any-DR was 24.12 %, with an annual mean incidence value of 8.37 ± 2.19 % [8.09-8.99 %]. For STDR, the 8-year incidence was 7.59 % with an annual mean incidence value of 2.64 ± 0.15 % [2.48-2.88 %], and for DMO it was 6.36 % with an annual mean incidence value of 2.19 ± 0.18 % [2-2.49 %].
Analysis of cost of DR screening
The cost of screening remained stable from 2007 to 2014 [ Table 2 ]. The mean cost was € 223,568 ± 20,956 [€201,840 to € 258,480]. Statistical analysis using the two-sample tailed t-test showed the differences in the total cost of screening were not significant [p = 0298; 95 % CI 201,802-237,717]. The annual mean screening cost per patient was € 40.53 ± 1.21. For a patient with any-DR the mean annual cost was € 482.85 ± 35.14; the annual mean cost of screening for a patient with STDR was € 1528.26 ± 114.94; and the mean annual cost for a patient with only DMO was € 1826.98 ± 108.26. Table 3 shows the cost of screening annually compared with the current programme. For a patient with any DR, the cost would be €482.32 with a QALY of 11.28. Screening every year would result in an increase of 0.77 in the annual QALY but at a cost of €1347.89. For a patient with STDR or DMO, the annual QALY would increase to values of 0.6 and 0.44 respectively. The ICER would increase the cost to €1096.88 for any-DR, € 4571.2 for STDR and € 7443.28 for DMO patients.
Cost of DR diagnosis and treatment
The mean annual cost of diagnosis and treatment of patients with any-DR was €94,902 ± 19,576 [€77,995 to €128,359], with a mean cost per patient of €285.18 ± 21.61. Table 4 shows the cost of diagnosis and treatment of patients with DR by years, and Table 5 shows the analysis of the cost of diagnosis and treatment of patients with DR. For group 1, the mean VA gain after laser treatment was 0.68 ± 1.78 [−11 to 6] letters, and the mean gain in VA for group 2 increased to 6.84 ± 3.22 [0 to 10] letters.
Analysis of cost-utility of diagnosis and treatment of DMO patients
The mean cost per patient of total DMO treatment during a 3 year follow up, was €17791.99, which is from data only available for patients recruited between 2007 to 2013. 
Discussion
In the present study, there are two key points to the cost of DR, the cost of screening and the cost of the DMO treatment, which has increased hugely since the introduction of anti-VEGF drugs. When screening for DR, retinography is the method recommended by scientific societies because it has proven to be cost effective [10, 11] . However, the present study shows that an 8 . If these patients go on to develop poor vision or blindness it will represent a significant cost to society, so early detection is of great cost benefit [12] .
Telemedicine screening for DR has been evaluated in different studies. Rein et al. in 2011 [13] demonstrated that a biannual eye examination by an ophthalmologist is more cost-effective than annual telemedicine. Examinations every 2 years might be cost-effective after one or more normal results and in a population with wellcontrolled type 2 diabetes [14] . There was essentially no risk of developing significant retinopathy within 3 years of a normal examination result [15] . The American Diabetes Association [2016] position statement concluded that if there is no evidence of DR in one or more eye examinations, then controls every 2 years can be considered adequate. If DR is present, subsequent examinations for patients with type 1 and type 2 DM should be repeated annually by an ophthalmologist or optometrist [16] . The present study demonstrates that for our population, a screening interval of 2.5 years is cost-effective, and annual screening would not improve the management of diabetes patients. For patients with STDR or DMO the results are not so conclusive, but these patients have poor vision, and therefore come for screening earlier than other patients with mild-DR. Furthermore, these patients have worse metabolic status, which requires more attention from their family doctor. It would seem sensible, therefore, to focus screening on patients whose characteristics can be defined as high-risk for developing DR, and we need to identify the patients who need more attention.
The present study also focused on the diagnosis and treatment of patients with diabetic retinopathy. Results show that treatment costs increased from €199.66 ± 19.92 in 2007 to €232.95 ± 21.48 in 2014. This increase can be explained by an increase in more severe forms of DR in recent years, related to poor metabolic control, as we described previously [17] .
Finally, the study of DMO treatment costs was focused on the new intravitreal drugs. The introduction of anti-VEGF drugs for treatment of DMO [18] has been replacing laser treatment as the gold standard for DMO since 2011 according to ETDRS protocol [19] and for non-responsive DMO, we have recently been using corticoids, [20, 21] . In the present study, we only included anti-VEGF drugs because non-responsive cases appeared later than our study period. Table 6 shows the cost impact of DMO treatment by these drugs. It shows an exponential increase in the mean cost before 2011 of €67,024 ± 8102 to €545,464 ± 69,128 after 2011. Statistical analysis shows that anti-VEGF drugs are more effective than laser treatment for DMO patients, with an increase in visual acuity of 6.84 ± 3.22 letters in anti-VEGF treated patients against 0.86 ± 0.78 letters in the group treated with laser. This is an increase of 1.23 lines in ETDRS letters similar to the increase in VA observed in the READ 2 study, [22] . The QALY gain value was 0.21, a value similar to the 0.17 QALY gain in the Mitchell et al. study [23] . That study applied its model at 15 years from a baseline of 63 years whereas our model is based on 17 years with a mean patient age of 60 years. Applying the 15-year model to our results predicts a 0.18 QALY gain value, and for a younger population the anti-VEGF cost-effectiveness might be higher because of their longer rest-of-life expectancy. The ICER of €30,361 per QALY gained relative to laser therapy is lower than the willingness-to-pay [WTP] that is required to be considered cost-effective by the National Institute for Health and Care Excellence [€38,460 or £30,000].
We can conclude, then, that treatment with anti-VEGF drug is cost-useful. Despite the present study being limited to the first year treatment follow up, the increase in VA remains stable, as found in other studies [24] . A difference worth noting is that in the first year the treatment, a mean of 5.7 injections of anti-VEGF per patient is fewer than in other studies such as RESTORE [23] , with 10 injections the first year, or the RISE and RIDE clinical trials with 12 injections [25] .
A potential weakness of our study is the use of medical record diagnoses and treatment from an integrated health care delivery system. The results of the present study do not represent all of the ophthalmology service costs of diabetes patients, because only patients referred from the screening programme have been evaluated rather than other patients from other hospitals. Weaknesses, also include the use of a screening programme can reduce the number of patients diagnosed with severe forms of DR, also the severity scale could vary if we use wide field image techniques, and the number of patients with STDR can increase. Finally, the number of patients who developed proliferative DR is small and can bias the statistical analysis. The DMO treatment only takes into account the first treated eye, that which has a more advanced degree of oedema. In addition, the limitation of a 2-year follow up of each patient can reduce the total cost effectiveness for DMO. One strength is that it is a prospective, population-based study, representative of the Spanish population and representative of the standard management of patients with diabetic retinopathy, as opposed to studies that use the Markov or Monte Carlo models that simulate hypothetical cohorts [14, 26] .
Conclusion
A screening programme of 2.5 years by telemedicine is cost effective. The cost of screening can be reduced by better selection of time lapse individually tailored to each patient based on their personal risk factors. The cost of DMO increased after anti-VEGF drugs were introduced, but is cost-useful.
